Allergies have become big problem around the world. Two of the most common types are pollen allergies and atopic dermatitis. In the past fifty years, these problems have dramatically increased. Though traditional Chinese medicines lack the definition of immunology, patients suffering from allergic diseases are treated with orally administered traditional medicinal drugs. This indicates that medicinal plants used for the allergy treatment may contain antiallergic compounds. The lignans and flavonoids of polyphenol are widely distributed in the plant kingdom, and have been recognized to have various biological activities including antiallergic actions, and various in vitro and in vivo studies of the antiallergic effect have been reported. [1] [2] [3] [4] Taxus yunnanensis CHENG et L. K. FU, which belongs to the plant family Taxaceae is widely distributed in the Yunnan Province of the People's Republic of China and commonly known as "Yunnan Hongdoushan". The wood of Taxus yunnanensis has been used in traditional Chinese medicine by several ethnic societies in the Yunnan Province for the treatment of kidney problems and diabetic conditions. 5) During the course of our characterization studies on the bioactive constituents of Chinese natural medicines, the H 2 O extract and H 2 O/MeOH extract from the wood of Taxus yunnanensis were found to show a remarkable inhibitory effect on induced histamine release from the human basophilic cell line, KU812. 6) In the present study, one new neolignan, 2-[2-hydroxy-5-(3-hydroxypropyl)-3-methoxyphenyl]-1-(4-hydroxy-3-methoxyphenyl)propane-1,3-diol, was isolated together with ten known compounds (three phenols, five lignans, two taxane-type diterpenes) from the wood of Taxus yunnanensis. In addition, we examined the inhibitory effects of these isolates using an in vitro histamine release test. 1 g ) and the MeOH extract (7.5 g), respectively. The extraction of the bark powder (20 g) was worked up in a similar manner as described above. The H 2 O extract was 2.2 g, the H 2 O/MeOH extract 1.4 g, and the MeOH extract 0.41 g, respectively. Compounds 1-10 were isolated in the same manner as previously reported. 7) Compound 11 had the same Rf value as secoisolariciresinol (Rfϭ0.36 in 10% MeOH/ CHCl 3 , 3.5 mg). ) and maintained in RPMI-1640 (Gibco, NY, U.S.A.) supplemented with 10% fetal bovine serum (MP Biomedicals, Eshwege, Germany), 100 units/ml penicillin G, 100 mg/ml streptomycin, and 10 mM HEPES buffer. The KU812 cells were cultured at 37°C in a humidified 5% CO 2 incubator. IL-4 was added to the culture medium to a final concentration of 1 ng/ml. The cells were inoculated and maintained for 20 d. The medium changes were done every 3-4 d.
MATERIAL AND METHODS

General Experimental Procedures
Histamine Release Measurement The antiallergic effect of the test samples on the induced histamine release from the human basophilic cell line, KU812 was evaluated by the method of Tachibana et al. Briefly, KU812 cells (1.5ϫ10 6 cells) were washed and resuspended in a Tyrode buffer. Five millimolar calcium ionophore A23187 (Wako, Osaka, Japan) was incubated with the test compounds (1.5 mg/ml) and then added to the cell suspension. The mixture was incubated at 37°C for 20 min, and the reaction was terminated by cooling at 4°C for 15 min. The cell suspension was then centrifuged and the amount of histamine in the supernatant was measured by the HPLC peak area using Cosmosil 5C 18 -PAQ (see below). The percentage histamine release was calculated as follows: histamine release (%)ϭ (testϪnegative control)/(positive controlϪnegative control)ϫ 100. The supernatant from the unstimulated cells was used as the negative control, and the supernatant from the stimulated cells only with A23187 was the positive control.
IC 50 , the concentration that inhibited histamine release from the KU812 cells by 50% relative to control, was interpolated from graphed dose-response results (1.5, 30, 75, 105 mg/ml). IC 50 values were determined graphically.
HPLC Analysis The HPLC separations were carried out on a Waters alliance 2690 system (Waters, MA, U.S.A.) equipped with an auto sampler, a column thermostat and a UV-vis diode array detector working at 220 nm. The histamine was separated on a Cosmosil 5C 18 -PAQ column (4.6 mm i.d.ϫ150 mm, Nacalai Tesque, Kyoto, Japan). The mobile phase was 25 mM potassium dihydrogenphosphate containing 10 mM sodium hexanesulfonate (pH 2.5)-acetonitrile (99.7 : 0.3), and the flow-rate was 1.0 ml/min. Among the peaks of the supernatant, histamine was identified by spiking with standards. Histamine eluted at 20.5 min.
Statistics Values are expressed as meanϮS.D. One-way ANOVA test was used for statistics analysis.
RESULTS
The dried powder of the wood was extracted with H 2 (2), coniferyl aldehyde (3), isotaxiresinol (4), secoisolariciresinol (5), a-conidendrin (6), taxiresinol (7), (7ЈR)-7Ј-hydroxylariciresinol (8), taxusin (9), 9-dehydro-13-acetylbaccatin III (10), and one new neolignan (11). The structures of the phenols, lignans, and taxane-type diterpenes of Taxus yunnanensis in this study are shown in Chart 1. The lignans, isotaxiresinol (4) and secoisolariciresinol (5) (Fig. 1) , COSY and IR spectroscopic data as 2-[2-hydroxy-5-(3-hydroxypropyl)-3-methoxyphenyl]-1-(4-hydroxy-3-methoxyphenyl)propane-1,3-diol. Though neolignan (11) is a novel compound, the lacton of two units of 11 was a known compound called lappaol H which was the dineolignan with four units of coniferyl alcohol, and isolated from the seeds of Arctium lappa L. 8) The inhibitory effects on induced histamine release from the human basophilic cell line, KU812, of the H 2 O, H 2 O/MeOH, and MeOH extracts of the wood and the bark from Taxus yunnanensis were examined. As shown in Fig. 2 , all the extracts except for the MeOH extract of the bark significantly inhibited the histamine release from cell stimulated with A23187. The H 2 O extract of the wood showed the strongest inhibitory effect. All of the isolated compounds from Taxus yunnanensis were tested for their inhibitory effects on the histamine release ( Table 1) . As the result, secoisolariciresinol (5: 89.0%, IC 50 ϭ68.3 mg/ml) and taxiresinol (7: 86.1%, IC 50 ϭ59.5 mg/ml) showed inhibitory effects, and these effects were alike compared to the first line antiallergic drug, sodium cromoglicate (93.5%, IC 50 ϭ56.3 mg/ml), that inhibits the degranulation of the mast cell. Although due to the meager amount obtained, the IC 50 values of 6, 8-11 could not determined. The inhibitory effect on the histamine release of the wood extracts of Taxus yunnanensis might be mainly due to lignans, isotaxiresinol (4), secoisolariciresinol (5), and taxiresinol (7), that play a vital role because of their high content in the wood. It is interesting that lignans and coniferyl aldehyde (3) having a C 6 C 3 unit had the inhibitory effect of histamine release, but neolignan (11) did not show any antiallergic activity at a 1.5 mg/ml concentration. It is postulated that the compounds that show the antiallergic activity of the bark are different from lignans as a very small amount of lignans is found in the bark. Though two taxanetype diterpenes did not show an antiallergic activity at this test, the investigation of the activity of other taxane-type diterpenes in the bark are now in progress.
In conclusion, the H 2 O, H 2 O/MeOH (1 : 1) extracts of the wood of Taxus yunnanensis showed a remarkable inhibitory effect on the induced histamine release from the human basophilic cell line, KU812. Secoisolariciresinol (5) and taxiresinol (7) inhibited the histamine release. One new neolignan, 2-[2-hydroxy-5-(3-hydroxypropyl)-3-methoxyphenyl]-1-(4-hydroxy-3-methoxyphenyl)propane-1,3-diol, was also isolated from the wood of Taxus yunnanensis. 
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All samples were tested at a concentration of 1.5 mg/ml. Histamine releases were calculated from the mean of four data. Each value represents the meanϮS.D. * pϽ0.01 and * * pϽ0.05, significant differences from the positive control using an one-way ANOVA test.
